
insulin dependent diabetes mellitus is disclosed in the 769 patent to be an
autoimmune disease. The Examiner has also pointed out that muscimol, a GABA
agonist listed in the claims of the instant invention, is included within the scope of the

GABA agonists disclosed to have an immunoregulatory effect in the 769 patent.

Further, the Examiner has alleged that the '204 patent teaches that certain pyrido[2,3-

a]pyridazinones are aldose reductase inhibitors ("ARIs") which can be used to treat

and prevent diabetic complications associated with diabetes mellitus.

The Examiner has alleged that a person "skilled in the art" would have assumed that

the combination of known anti-diabetic compounds into a single composition for the

same purpose would give an additive effect in the absence of evidence to the contrary.

The Examiner further has alleged that a person "skilled in the art" would have assumed
that all GABA agonists possess the same anti-diabetic activity as muscimol, though the
other GABA agonists are not disclosed explicitly in the 769 patent. Applicant

respectfully traverses.

The instant claims, i.e., claims 22-31, are directed to pharmaceutical compositions,
kits and methods of using the pharmaceutical compositions and kits for the treatment
of diabetic complications.

Applicants respectfully submit that the claims, after amendment, would not be obvious
to a person "of ordinary skill in the art." Specifically, the claims are directed to methods
for treating diabetic complications in a mammal, not to methods of treating diabetes in

a mammal. The prior art combination is directed to a combination of certain GABA
agonists with certain ARIs. However, the GABA agonists are only disclosed to treat

autoimmune diseases, including Type 1 Diabetes (insulin dependent diabetes mellitus).

The ARIs are only disclosed to treat diabetic complications, and not Type 1 Diabetes,

perse. Applicants respectfully submit that the combination does not result in the

instant invention.

Further, the Examiner has stated that a "person skilled in the art" would assume that

the combination of two well-known antidiabetic compounds into a single composition
for the same purpose would yield an additive effect. Applicants respectfully submit that

a person of ordinary skill in the art would not be motivated to combine a GABA agonist
and an aldose reductase inhibitor to treat diabetic complications. GABA agonists have
never been disclosed to have any utility in treating diabetic complications. Further,

GABA agonists are known to treat autoimmune diseases. Diabetic complications are
not autoimmune diseases but rather are the result of complications which arise from
the effect of diabetes on the body. Diabetic complications are not autoimmune
diseases and would not be expected to be treatable with immunoregulatory
compounds. Accordingly, Applicant submits that the instant method of treating diabetic

complications is not obvious over the cited prior art. Applicant respectfully requests that

the Examiner allow claims 22 - 31

.
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-Conclusion-

Applicants, having responded to all points and concerns raised by the Examiner,

believe this application to be in condition for allowance. An early and favorable action

is respectfully requested.

I Respectfully submitted,

! Dated: jJu&^M^ /fr ^OSZL ^/^VZ^^
y /Robert T. Ropau

/ Attorney for Applicants
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